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Dear Sin 

European Patent Application No. 99303151.7^2117 

I refer to the communication pursuant to Article 96(2) and Role 51(2} EPC d«t«i 7 
February 2000 and have the following 

I. Inn tnteftl for be Eximiainj DMaion'i dUgaco In idaairVint <h= 
em* a tmcufcd etaim 3 ud ipee dut tact cl»ta<toLl4tefer» 

U^^L 01 !! U fa 1116 d^toioa of Ian Robert Lynch who 

a an expert in using IR tpectroseopy to identify polymorphic forms of 
g— ~ He U also an author of J^ZST^SS^ 

^ Lynch declaration contains a table comparing the IR data quoted in D3 far 
paroxetine methanesulfbnate with mat observed for Examples 3 and 12 which are 

"S^S^ * . BU ,*f eXan?le ' * ^ *PP^°* Also attached are 
copies of the original IR spectra obtained for Examples 3 and 12. 

The table of data (and supporting IR spectra) demonstrate that for the particular 
crystalline form of paroxetine metfaanesulfanate described in the examples of the 
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present application that the same characteristic IR peaks (shown in bold) are found 
whether using Nujol Mull, or ATR (attenuated total reflection) or KBr discs. 

Whilst D4 suggests that in the case of paroxetine fydrochloride the use of KBr 
discs can reduce the cxystallkdty of a particular polymorph, this is clearly not an 
issue for paroxetine saethanesutfonate. Indeed substantially the same IR spectrum 
has been obtained by the present applicants using a variety of different techniques, 
indicating that the crystalline form of paroxetine methanesulfbnate has sot been 
changed by flie use of KBr discs. 

Therefore a comparison of the IR data obtained for the fonn of paroxetine 
methanesulfbnate discovered by the present applicants with that quoted in D3 Is 
quite legitimate and clearly demonstrates a novel crystalline fonn not previously 
described. 

4. Claim 1 of the present application stipulates that the crystalline methanesulfbnate 
has at least the following IR peaks: 1603, 1513, 1194, 1045, 946, 830, 776, 601, 
554, and 539 ±4 cm*. 

Even allowing for an error margin of ± 4 cm* 1 (which is actually quite broad given 
the accuracy of modern IR spectrometers of about ± 1 cm" 1 ) only two of the above 
noted peaks are found in D3 (namely at 1515 and 777 cm"'). 

The remaining 8 (out of 10) peaks at 1603, 1194, 1045, 946, 830, 601, 554, and 539 
cm" 1 are not found in the material described by D3 and are therefore evidently 
characteristic of a new crystalline form. 

The material described by D3 therefore falls outside the scope of claim 1 (it does 
not have 8 of the characteristic IR peaks required) and therefore can not anticipate 
this claim according to Art 54 EPC. 

5. In view of these comments and newly submitted data it is believed that this 
application on now quickly proceed to grant If, however, the Examining 
Division requires further clarification please contact the undersigned on +44 181 
975 6347 to discuss any outstanding issues or to arrange an informal interview 
which may help further to expedite grant of this important application. 

Yours faithfully, 



dive Thompson 

Authorised Professional Representative. 
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4. 


Paroxetine inethanesuuonate in aystaffias to hiving fri»w-o//a the 
following characteristic IR peaks: 1603, 1513. 1 194, 1045, 946, 830, 776, 601. 
554, and 539 ±4 cm^ and/or the following characteristic XRD peaks: 8J, 
10.5, 15.6, lo\3, 17.7; 18.2, 19.8,20.4,21.5,22.0, 22.4, 23.8, 24.4. 25.0. 253, 
25.8, 26.6, 30.0, 30.2, and 31.6 ±02 degrees 2 theta. 

A process for the preparation of a compound as claimed in claim 1 
comprisfogcrystaffiringw fiom a solution of 

paroxetine methane sulfonate in a solvent 


3. A process awordmg to claim 2 m wtt& 
methanesulf^ is prepared by treaty 

acid salt thereof with methanesulfonic acid or an ammonium or amine salt 
thereof. 


Aproceas according to chnms2or3 mvvnich the solvent cc^ninises toluene, 
an alcohol, an ester, a ketone, a halogeaakd hydrocarbon, a nitrite, or an ether, 
optionally in admixture with water, an ether, or a lower alcohol, or mixtures 
thereof; 


an 


5. A process according to any one of claims 2 to 4 in which the solvent forms 
azeotrope with water and prior to isolation of the product water is removed by 
azeotropic distillation. 

6. A process according to any one of claims 2 to 5 in which the crystallisation ia 
promoted by inclusion of an anti-solvent to the solvent, in which the anti- 
solvent is an ether or hcxane, 

7. A process accordiiigtaarry oneof claims2 to 6h 

conducted at elevated temperature followed by controlled cooling. 
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